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Antimicrobial, 
Antiapoptotic
The cathelicidin LL-37 peptide 
not only displays broad 
antimicrobial activity but also 
exhibits growth factor–like 
properties that enhance 
keratinocyte proliferation 
and migration. Whereas 
previous reports documented 
contrasting roles for LL-37 
in apoptosis depending on 
concentration and cell type, 
Chamorro and colleagues 
found that this peptide 
suppresses apoptosis in 
human keratinocytes in vitro 
via inhibition of caspase-3 
activation and upregulation 
of antiapoptotic genes. 
Because this peptide triggers 
autoimmunity in psoriasis, 
overexpression of LL-37 
in psoriasis may result in 
decreased apoptosis and thus 
may serve as a therapeutic 
target. See page 937
Loosen the 
Attachment
Autoantibodies against the 
transmembrane collagenous 
protein BP180 (BP-IgG) are 
the likely pathogenic agent for 
bullous pemphigoid (BP), an 
autoimmune skin-blistering 
disease. The pathogenic 
roles of BP antigens in 
blistering, however, are not 
clear. In a study by Iwata and 
colleagues, BP-IgG stimulation 
depleted keratinocytes of 
BP180 and decreased the 
adhesion strength of the 
cells to the culture plate. 
These results suggest that 
BP-IgG reduces the BP180 
levels in hemidesmosomes 
and consequently decreases 
adhesion to the lamina densa. 
See page 919
Desmosome Disruption
Pemphigus vulgaris is an autoimmune skin 
blistering disease characterized by auto­
antibodies against the desmosomal cadherins 
desmoglein 3 (Dsg3) and Dsg1. The study of the 
pathogenic mechanisms of these autoantibod­
ies has been complicated not only by the diver­
sity of the antibody profile in individual patients 
but also by the lack of well­defined anti­Dsg 
antibodies among laboratories. Using cloned 
human pathogenic anti­Dsg3 monoclonal anti­
bodies, Mao and colleagues demonstrated that 
these antibodies induce internalization of cell­surface Dsg3 and deplete Dsg3 from 
desmosomes. They also disrupt overall calcium­induced desmosome assembly in 
keratinocytes. These findings may ultimately lead to the development of innovative 
treatments for skin autoimmune blistering diseases. See page 908
Searching for UV Effects
Despite the tripling of the 
incidence of melanoma over 
the past few decades, the 
mechanism of UV­induced 
melanomagenesis in situ has 
not been fully elucidated, 
because previous studies 
have focused mainly on cell lines or human skin models. Brenner and colleagues 
examined the expression of a variety of melanogenic factors in biopsies of patients 
who received repeated UV exposure at least 1 year prior to sampling. Interestingly, 
the majority of these factors failed to exhibit any marked changes; however, an 
increase in expression of endothelin B receptor was noted, although the role of this 
factor in downstream melanomagenesis remains to be determined. See page 1002
Macrophage-Induced Invasion
Tumor­associated macrophages (TAMs) 
reside in the tumor microenvironment 
and promote tumor growth, invasion, 
and metastasis. Tjiu and colleagues 
found that this cell type is associated 
with increased invasion and angio­
genesis in basal cell carcinoma (BCC). 
Although BCC typically grows slowly 
and rarely metastasizes, this cancer 
may invade deep into the skin to cause 
destruction. M2 macrophages polarized 
by exposure to T helper 2 cytokines 
facilitated invasion and angiogenesis 
via induction of cyclooxygenase­2 expression through NF­κB regulation, simi­
lar to macrophage function in breast and ovarian cancers. These results support 
the possibility of immune modulation of TAMs as a nonsurgical BCC therapy. 
See page 1016
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